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The present invention relates generally to peptides derived 
fiom the natural cytotoxicity receptors on natural killer (NK) 
cells and to antibodies against peptide epitopes on these 
receptors. In particular, the present invention identifies an 
essential epitope in the proximal domain of NKp46 and 
NKp44 receptors present onNK cells, as a crucial element for 
the binding to viral-infected cells. The present invention pro- 
vides peptides that are derived from the amino acid sequence 
of NKp46 receptor, capable of specific targetmg of viral- 
infected cells and tumor cells and monoclonal antibodies 
which recognize a specific domain of NKp46. The present 
invention further provides hyperglycosylated peptides that 
are derived from the NKp44 receptor, capable of specific 
targeting of viral-infected cells. 
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The invention claimed is: 13. The fusion protein of claim 11 comprising the peptide 

1 . An i solated peptide fragment of the natural cytotoxicity fragment covalently conjugated to a molecule selected from 
receptor NKp46, wherein the peptide fragment comprises a lO immunoglobulin (Ig) molecule or a fragment thereof, and 
peptide of the D2 domain of the NKp46 receptor that is ^ cytotoxic substance. 

20-100 amino acid residues in length and whetem said pep- P"^^'^"^ °^ "^^'^ the peptide 

tide fragment exhibits at least one activity selected from bind- Zhul^^^lJuS'' ^^""^ °^ "^'^ 

ing to a viral infected cell or binding to a tumor cell. ii- a • ^ i j.'j .c^i ^ , ^ ^ ■ 

° ° 15 IS.Avanantpolypeptideofthenaturalcytotoxicityrecep- 

2. The peptide fragment of claim 1 comprising at least one ^^r NKp46, the variant comprising a single amino acid sub- 
glycosylated residue. stitution in an epitope required fo!: .recogmtion of viral-in- . 

3. The isolated peptide fragment of the human NKp46 fected cells or tumor Cells, wherein the epitope is in the 
receptor according to claim 1, the peptide having the ability to proximal domain of the NKp46 receptor a (SEQ ID N0;1), 
bind to target cells selected from viral -infected cells and 20 and wherein the single amino acid substitution is at an amino 
tumor cells, with the proviso that said peptide is other than acid residue selected from the group consisting of Threonine 
SEQ ID NOs: 1 and 2. 125, Threonine 225 and Asparagine 216. 

4. The peptide fragment of claim 3 wherein the target cell ^.^ The variant polypeptide of claim 15 wherein the single 
. r ,1 jj , ^ amino acid substitution is selected from the group consistmg 
IS of a warm-blooded vertebrate. threonine 225 replaced by an ammo acidresidue selected 

5. The peptide fragment of claim 4 wherein the target cell from the group consistingof Serine, Alanine and Asparagine; 
is of human origin. Threonine 125 replaced by Alanine, and Asparagine 216 

6. The peptide fragment of claim 3 comprising a minimal replaced by Alanine. 

epitope of NKp46 receptor having ability to bind to viral- 17. The variant polypeptide ofclaim 15, wherein the amino 

infected cells. 30 acid substitution is at a glycosylation site within the proximal 

7. The peptide frag,nent ofclaim 6 comprising a glycosy- d°?l^^°f*l^«NKp46 receptor. 

lated residue corresponding to threonine at position 225 of 18.^TTievanantpolyeptideofclaiml5,compnsingatleast 

isoform a of the human NKp46 receptor. °°^| T^e v^LtToly^eptide ofclaim 18, wherein the gly- 

8. Tfie peptide of claim 6 wherein the glycosylated residue cosylated residue comprises siahc acid. 

comprises sialic acid. 20. The variant polypeptide of claim 15, wherein said 

9. The peptide fragment of claim 3 comprising from about polypeptide exhibits at least one activity selected from bind- 
25 to 75 amino acids. ing to a viral infected cell and binding to a tumor cell. 

10. Thepeptide fragment of claim 3 comprising from about 21. The variant polypeptide of claim 20, having the ability 
30 to 60 amino acids. 40 to bind to viral-infected cells. 

11. A frision protein comprising an isolated peptide frag- 22. The variant polypeptide of claim 20, having the ability 
ment of the natural cytotoxicity receptor NKp46, and fiuther ^ ^^^^ ^o tumor cells. 

comprisingamoleculeselectedfromanimmunoglobulin(Ig) 23. The variant polypeptide of claim 20, compnsing a 

molecule or a fragment thereof, and a cytotoxic substance; glycosylated Threomne residue corresponding to Threonine 

wherein tiie peptide fragment comprises a peptide of the D2 45 225 of isoform a of the human NKp46 receptor. 

domain of the NKp46 receptor that is 20-100 amino acid 24. The vanant polypeptide of claim 23, wherein the gly- 

residues in lengfli; wherein said fusion protein comprising cosylated residue compnses siahc acid. 

said peptide fragment exhibits at least one activity selected 25. A fusion protem comprising the variant polypeptide of 

frombindingtoavitalinfectedcellorbindingtoatumorcell; claim 15, and further comprising an immunoglobulin (Ig) 

and wherein said fusion protein is other than the fiision pro- 50 molecule or a fragment tiiereof 

teins of SEQ ID NOs- 13-1 6 26. The fusion protein of claim 25, comprising the Fc 

12. Thefiisionproteinofclaimllmanufacturedbyrecom- fragment of said immmioglobulin molecule. 
binantDNAtechnology or chemical synthesis. ***** 



